DISCLAIMER
• Thoughts presented here regarding new policy / regulatory issues are preliminary and do not represent finalized FDA policy
• FDA cannot comment on specific investigations.
ISSUES
• FDA is seeing more researchers apply discoveries in the clinic.
• Most academic researchers do not understand their obligations under the IDE regulation.
• Most academic institutions do not provide adequate regulatory support.
In Vitro Diagnostics (IVDs)
• In vitro diagnostic devices include "…those reagents, instruments, and systems intended for use in the diagnosis of disease or other conditions, including a determination of the state of health, in order to cure, mitigate, treat, or prevent disease or its sequelae. Such products are intended for use in the collection, preparation, and examination of specimens taken from the human body. These products are devices as defined in section 201(h) of the Federal Food, Drug, and Cosmetic Act " (21 CFR 809.3)
• Intended use: How will the device will be used in the therapeutic product trial? Encompasses: 
Intended Use
Types of studies depend on IU claims; Less dependent on the technology or assay format
Things that are or can be medical devices include:
• Instrumentation • In vitro diagnostic kits • Reagents used for laboratory testing • Some apps • Software • Algorithms Medical devices are subject to regulatory requirements even though they may only be investigational.
Some common misconceptions:
• It is not a test, it is a process.
• It is not an IVD if it is in the research and development stage. • It is not an IVD if I don't plan to market the test.
• 
What is an investigation?
• Investigation means a clinical investigation or research involving one or more subjects to determine the safety or effectiveness of a device.
Definition of "Subject" for Investigations
• Subject means a human who participates in an investigation, either as an individual on whom or on whose specimen an investigational device is used or as a control. A subject may be in normal health or may have a medical condition or disease.
What is an Investigational Device?
• Investigational device means a device…that is the object of an investigation.
• An investigational IVD is not legally marketed for the intended use or indication for use identified in that study, whether or not it has been previously cleared or approved for a separate intended use.
• Important to distinguish from off-label use or practice of medicine.
• Investigational use requires an exemption from premarket approval requirements for new drugs and devices.
IVDs: Companion Diagnostics
• Companion diagnostics are IVDs
• An IVD companion diagnostic device is an in vitro diagnostic device that provides information that is essential for the safe and effective use of a corresponding therapeutic product.
-Note: it is important to recognize, for example, that when a validated prognostic test is used to select patients for treatment, the ability to select patients who are expected to benefit from the treatment is an investigational use for which the test has not been validated until the investigational therapeutic product has demonstrated safety and efficacy in the test-selected population.
• Drugs and their companion tests refer to each other in their labels.
Other trial designs
• Adaptive
• Basket trials
IDE Regulation (21 CFR 812)
• "…purpose…is to encourage, to the extent consistent with the protection of public health and safety and with ethical standards, the discovery and development of useful devices intended for human use, and to that end to maintain optimum freedom for scientific investigators in their pursuit of this purpose."
• An IDE is a regulatory submission that permits clinical investigation of devices/IVDs.
• An approved IDE permits a device to be shipped lawfully for the purpose of conducting investigations of the device without complying with other requirements of the Food, Drug, and Cosmetic Act (Act) that would apply to devices in commercial distribution.
• Focused on risk
• Delegated responsibilities IDE approval aims to ensure that:
• Risks are outweighed by anticipated benefits to subjects and importance of knowledge to be gained. • Informed consent is adequate.
• Investigation is scientifically sound. -False positive or false negative results mean that a patient may be diverted from therapeutic options which may be more beneficial to them. -Patients may be subject to adverse events from the investigational trial when they are not intended to be the subject of the investigation.
IDE Exempt
• 812. -(i) Is noninvasive, -(ii) Does not require an invasive sampling procedure that presents significant risk, -(iii) Does not by design or intention introduce energy into a subject, and -(iv) Is not used as a diagnostic procedure without confirmation of the diagnosis by another, medically established diagnostic product or procedure.
• Example: Use of an in vitro diagnostic in a retrospective study of accrued specimens (without return of results).
• Depends on interpretation of "medically established".
Nonsignificant risk (NSR)
• Does not meet the definition of significant risk (SR) in 812.3(m).
Significant Risk (SR)
• Significant risk device (812.3(m)) means an investigational device that: -1) Is intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a subject; -(2) Is purported or represented to be for a use in supporting or sustaining human life and presents a potential for serious risk to the health, safety, or welfare of a subject; -(3) Is for a use of substantial importance in diagnosing, curing, mitigating, or treating disease, or otherwise preventing impairment of human health and presents a potential for serious risk to the health, safety, or welfare of a subject; or -(4) Otherwise presents a potential for serious risk to the health, safety, or welfare of a subject.
• Example: Use of an investigational in vitro diagnostic test to select patients for a clinical trial.
